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University of Minnesota, USA REVIEW RETURNED 21-Jun-2019
GENERAL COMMENTS
1. In the methods section, exclusion criteria were mentioned. How many people were excluded for those reasons? 2. Was the medication information that was acquired from the medical records based on prescriptions or fills? 3. Were DR and DME graded from clinical exams or images? Is there information on reliability of the grading? 4. I suggest deleting Figures 3-6. 5. What do you consider to be the novelty of these results, besides being conducted in a novel cohort of southern Chinese patients?
REVIEWER
Wassef Chanbour Beirut Eye and ENT Specialist Hospital
REVIEW RETURNED
22-Jun-2019
GENERAL COMMENTS
This is a good study linking the severity of diabetic retinopathy to kidney function. Few things need to be changed before considering publication:
In the abstract -The authors should specify in the abstract the time of which the population was recruited after stating that it is a retrospective study In the limitations: authors should replace ''coss-sectional'' study with a ''retrospective study'' since they are comparing the study to other prospective analysis
In the introduction: Some sentences need to have references (lines 76-78) Prevalence of diabetes should be transferred to an earlier paragraph discussing the topic to avoid switching between subjects Lines84-87-to line 74 In the methods: it is better to say that it is a retrospective crosssectional study. Very good presentation of the results, the authors have to use either Fig or figure between brackets and not both across the manuscript. Discussion Concerning the sentence ''UACR significantly increased the prevalence of DR'' The study is cross sectional and causality effect cant be proved from this type of studies.
''Presumably speaking, higher level of UACR contributes more to the occurrence of DR than higher level of eGFR'' is a wrong statement. It is better to say '' is associated'' rather than'' contributes'' Lines 277 to 279 needs to be written in a better way so the readers can understand it easily. Superscripts should be separated with comma. English editing is necessary
VERSION 1 -AUTHOR RESPONSE
Responses to the reviewer's comments:
Reviewer: 1 1. Figures 1 and 2 , the number insides stacked bars are count of patients, it is better to present with % of patients (instead of count of patients) in these stacked bar plots, so that the total % in each bar is 100%.
Response: First of all, on behalf of all the authors of the manuscript, we would like to express our sincere thanks to the reviewer's acknowledgement. The figures 1 and 2 were revised as below, please read it in the revised manuscript. 
2.
For the nomogram, information should be provided on how the risk points will be assigned for each variables (particularly for continuous measures UACR, LDL etc.) for clinical use. It may be useful to have an example of a patient with certain level of DDM, UACR, LDL, and show how risk point is assigned for each variable, and then show how to determine the risk based on the total risk points.
Response: Thank you for the constructive comments. The example has been added in the "Discussion" section. By means of the nomograms, doctors can reckon estimate the feasibility probability of developing DR or DME in a single patient. Taking a patient with stage 4 of UACR and LDL level of 5mmol/L along with DM duration for 20 years as an example, the interpretation of these nomograms includes three main parts -First, link the predictor's value vertically to the first row for a certain point: DM duration for 20 years points to 33 points, stage 4 of UACR points to 70 points and LDL level of 5mmol/L points to 34 points; second, calculate the total points: 33+70+34=137 points; and third, link total points to the last row, and a numerical risk incidence will be obtained: about 85%.
Legend:
3.
In Method, please clarify how the DR and DME were diagnosed. Were they based on the clinical eye examination or based on the image evaluation or both?
Response: Thank you for the comments. DR and DME were diagnosed both on the clinical ophthalmic examination (slit lamp examination) and image evaluation (fundus photograph) by trained graders (DC and DY) who were unaware of the medical conditions and further confirmed by a fundus expert (LZ) if two graders held different views. Optical coherence tomography (RTVue-XR Avanti; Optovue, Fremont, CA, USA) was conducted to verify the diagnosis of DME at the end of the examination.
4.
Some sentences in the manuscripts have grammar error or read very awkward. It is better to have a native-English person read and revise this manuscript.
Response: We apologize for the mistakes and very appreciate your suggestions. The manuscript has been revised using the red text. Please see the revised version.
Reviewer #2 :
1. In the methods section, exclusion criteria were mentioned. How many people were excluded for those reasons?
Response: First of all, on behalf of all the authors of the manuscript, we would like to express our sincere thanks to the reviewer's acknowledgement. A total of 413 out of 503 patients eventually included in our study based upon inclusion and exclusion criteria. Therefore, 90 patients were excluded for those reasons.
2. Was the medication information that was acquired from the medical records based on prescriptions or fills?
Response: We appreciate your critically important question and apologize for my typing error. After carefully reviewing the article, our datasets did not incorporate any medication information. The "medication information" in line 118 indeed implicates the medical information, i.e. clinical characteristics.
The manuscript has been revised, and please refer to the revised version. Thank you.
3. Were DR and DME graded from clinical exams or images? Is there information on reliability of the grading?
Response: Thank you for the comments. DR and DME were diagnosed both on the clinical ophthalmic examination (slit lamp examination) and image evaluation (fundus photograph) by trained graders (DC and DY) who were unaware of the medical conditions and further confirmed by a fundus expert (LZ) if two graders held different views. Optical coherence tomography (RTVue-XR Avanti; Optovue, Fremont, CA, USA) was conducted to verify the diagnosis of DME at the end of the examination. DR was defined according to the international clinical diabetic retinopathy and diabetic macular edema disease severity scales [1] (please see the table below for details). DME was defined according to the ETDRS report: any retinal thickening or hard exudates within 1 disc diameter from the center of foveal in the presence of DR features [2] .
[1] Wilkinson CP, Ferris FL, 3rd, Klein RE, et Response: Thank you for the constructive suggestion. After careful consideration, we have deleted Figure 4 and 6, which represented the ROC curve for nomogram model of DR and DME. However, Figure 3 and 5 representing the nomogram for DR and DME are very important for the article. Taking advantage of these nomogram, physicians can intuitively demonstrate the risk of DR and DME to the T2DM patients. In consequence, we consider Figure 3 and 5 to be stayed. Thank you again for the helpful comment.
5.
What do you consider to be the novelty of these results, besides being conducted in a novel cohort of southern Chinese patients?
Response: Many thanks to the comment. Firstly, we developed nomograms for prediction of DR and DME, in which the required indicators are easily accessible. Using these inexpensive, convenient, fast and intuitive tools, it will be more efficient for internists to identify the T2DM patients who are at a higher risk of DR and DME. Besides, the results of logistic regression analysis are convincing, as the indicators of every participants included in the analysis were relatively comprehensive.
Reviewer 3
In the abstract
The authors should specify in the abstract the time of which the population was recruited after stating that it is a retrospective study.
Response: First of all, on behalf of all the authors of the manuscript, we would like to express our sincere thanks to the reviewer's acknowledgement. The abstract "this single-center retrospective observational study was conducted from December 2017 to November 2018" were added in the revised version.
In the limitations
